Most importantly, the analytic plan did not make any reference to incorporation of the complex survey features in analyses. Students from the same school have significantly similar patterns of behaviors (including substance use), and there was a significant confound with the sampling by development and parental income. A multilevel model is needed to account for the strata, clusters and classes. As is, it is unclear that the outcomes are valid without incorporation of the complex survey features in analyses.
Furthermore, there is good reason to believe that variables with a univariable p-value of 0.25 or less should be included in final multivariable analyses, as the non-significant variables at or below a p-value of 0.25 can still account for theoretically significant variance. Per the recommendation of Hosmer and Lemeshow in their book Applied Logistic Regression (2013, 3rd edition), the authors should include all variables with p-value of 0.25 or less in their multivariable regression.
Also, given the importance of sex in the analyses and results, I would strongly recommend that the authors formally test sexbased interactions in the analytic plan.
A fourth more major concern is that only lifetime misuse is assessed here. While still of value, this aggregates individuals with a one-time misuse episode (potentially years ago) with individuals who engage in misuse on a much more frequent basis. If the authors have access to data on more recent or frequent misuse, I would strongly recommend they use it.
Fifth, the list of drugs included in the misuse assessment includes many that are less familiar to a western audience (e.g., compound licorice) and two that are rarely (if ever) included as misused medications: caffeine and scopolamine. Can the authors please provide the entire list of medications listed as examples? This is necessary to establish the validity of the assessment.
While probably just due to confusing writing, in one part of the manuscript, it states that "Students were required to finish the selfreport questionnaire", while participation was listed as voluntary elsewhere. Can this be clarified, as well as whether there was formal oversight by an ethical review committee?
Finally, I would recommend that the authors use the term prescription drug misuse (PDM) instead of NMPDU. NMPDU refers, in more recent literature, to use without a prescription, while this study also assesses misuse of one's own prescription (or, medical misuse) . PDM is a good umbrella term encompassing both subtypes.
In addition, there were a set of more minor problems, listed here in order of their appearance in the manuscript: 1. The title is slightly misleading, as the data only come from Guangdong province. Can the authors please alter the title to make it more accurately reflect the data? This also needs to be addressed in the "strengths and limitations" statement. 2. Can the authors please include the analytic plan somewhere in the Abstract? While the structure given by BMJ Open does not naturally lend itself to this, it helps readers greatly to have that information in the Abstract. 3. In the Introduction, the authors do not note that other substance use correlates highly with prescription misuse. This needs to be noted at the end of the first paragraph in the list of correlates. 4. In the methods, can the value of the Chinese Renminbi be translated into British Pounds or US Dollars for non-Chinese readers? 5. Why were both SAS and SPSS used in analyses? This was a bit confusing. 6. In the Discussion, better numbers from the Monitoring the Future, specific to prescription misuse, can and should be used. 7. I would recommend that the authors take a slightly different tone in the Conclusion subsection of the Discussion. While generally fair and accurate, it reads as scolding parents, which is to be avoided.
REVIEWER
Barbara Prudhomme White University of New Hampshire, USA REVIEW RETURNED 26-Nov-2018
GENERAL COMMENTS
Thank you for the opportunity to review this paper. It is generally well written, and clear. However, I made comments in the manuscript (attached) and can summarize here.
1. There are a few highlighted areas in which the English is awkward or needing minor edits. Otherwise, it read smoothly. 2. I would avoid stating that the samples were "reliable", p. 4. You have no way to verify this. The factual statement that you can make is that the sampling was done systematically to be as representative as possible, and that the students were given the opportunity to complete privately so as to ensure that their answers would be valid. A limitation you need to include is that this survey, as a self-report, is vulnerable to mis-reporting. 3. On p. 6 you begin a sentence with a number. 4. On p. 7, you stated "completely voluntary" participation. The probability of this being true at nearly 98% compliance is unrealistic. Perhaps state that "the students were told that participation was voluntary", which would be factually accurate. We have no idea who "this group of students" might be. Consider just noting that not all students were sampled because some were absent that day, and that the sample studied may under-represent true NMUPD. 9. The remaining comments have to do with a prescriptive tone that is taken in the discussion and conclusion section. This undoubtedly reflects a cultural difference; however, this paper would be read by many outside of China. In general, it would be more effective to present the factual content and avoid being prescriptive in telling people how to raise their children. You have lovely data that show relations among parental drug misuse and implications for child medications misuse. Consider letting these data and your interpretations speak for themselves, and make suggestions that programs seeking to develop interventions for children or schools seeking to avoid misuse would do well to pay attention to the protective factors of parental education and closer monitoring of children. There is a way to get your message across more subtly that would not turn off your readers. Also, be careful to not overgeneralize and make assumptions. For example, even though a protective buffer for children not misusing medications appears to be a two-parent household, it does not always assume "harmony". Further, harmony can be achieved by single parents as well --an over-generalization to assume otherwise.
VERSION 1 -AUTHOR RESPONSE
Reviewer: 1 Comment 1: What was the procedure of obtaining the consent from the students? Did you obtain consent from their parents? Did the ethic committee of the university approve the study? Tables (please see the  revised Tables on page 25 and 27).
Comment 5: Living conditions: living with relatives: were the children living only with relatives or parents and relatives together? You may want to use the term of Single Parent rather than "one parent" to be consistent with the term used in the comments. Living with only relatives are pretty high (12.9), could you comment on that?
Response 5: Thank you for your questions. First, "living with one parent" has been changed to "living with a single parent" throughout the revised manuscript. Second, "living with relatives" here means living only with relatives. It is a single choice question, assessed by asking students with whom they live (with two biological parents, a single parent, or relatives other than parents) (please see page 8, line 5-6). Third, most of our surveyed students reported that they lived with their two biological parents (77%). Those who reported living with relatives were probably taken care of by their grandparents or studying here when their parents worked in another city.
Comment 6: Units of cash (money): in discussion RMB Y could be followed by US$ or Euros which is convenient for international readers to perceive.
Response 6: Thank you for your kind suggestion. The RMB Y has been followed by Euro in the revised manuscript (please see page 8, line 10 and page 13, line 13).
Comment 7 : Tables and results: the table looks too long and too much data in the table. Perhaps the authors want to streamline the tables and data focusing on descriptive findings as the results of correlation analysis are not reliable (e.g. the drug use might happen 5 years ago but the living condition the children provided were it at present).
Response 7: We thank the reviewer for these comments. First, the tables were simplified in the revised manuscript. Second, the NMUPD in this study was lifetime use, which is a widely used variable in previous articles, such as (1, 2 Reviewer: 2 This review is of an original manuscript investigating the family-level correlates of nonmedical use of prescription drugs (NMUPD) in adolescents from Guangdong province in southeastern China.
Participants took part in a province-wide survey of health behaviors, with the survey using a multistage stratified cluster sampling procedure. Key findings were that a number of family-level characteristics related to lifetime NMPUD, including living arrangement (with parents or other family), family income, and parental substance use. I am always happy to see investigations of prescription misuse from non-US/non-European samples, as the topic is particularly understudied in other regions of the world. With that said, I have some concerns about the manuscript in its current form that dampen my enthusiasm for it.
Comment 1: Most importantly, the analytic plan did not make any reference to incorporation of the complex survey features in analyses. Students from the same school have significantly similar patterns of behaviors (including substance use), and there was a significant confound with the sampling by development and parental income. A multilevel model is needed to account for the strata, clusters and classes. As is, it is unclear that the outcomes are valid without incorporation of the complex survey features in analyses.
Response 1: Thank you for your advice. Considering our study was a complex sampling design using multi-stage sampling, students were grouped into schools, and therefore might not be independent, multi-level logistic regression models were fitted in which schools were treated as clusters. The information has been added to the revised manuscript (please see the Statistical Analysis section on page 8, line 30 and page 9, line 1) Response 2: Thank you for your kind suggestion. In the revised manuscript, all variables that were significant at a 0.25 level in the univariate analysis or widely reported to be associated with family dimensions were further submitted to multivariate analysis to identify independent risk factors for the NMUPD (please see page 8, line 27).
Comment 3: Also, given the importance of sex in the analyses and results, I would strongly recommend that the authors formally test sex-based interactions in the analytic plan.
Response 3: Thank you for your kind suggestion. Considering that 9 familial variables for each prescription drug were surveyed in the study, there will be 36 sex-based interactions, which is a large amount of data in the table. However, we explore the sex difference of each familial variable and prescription drug use in Table 1 , which indicated that family environment and drug use situation were different across sex and it is necessary to analyze them separately.
Comment 4: A fourth more major concern is that only lifetime misuse is assessed here. While still of value, this aggregates individuals with a one-time misuse episode (potentially years ago) with individuals who engage in misuse on a much more frequent basis. If the authors have access to data on more recent or frequent misuse, I would strongly recommend they use it.
Response 4: Thank you for your kind suggestion. Firstly, the title has been changed into "A crosssectional study on influence of the Family Environment on the Lifetime Nonmedical Use of Prescription Drugs Among Chinese Adolescents in Guangdong: an analysis of sex differences". This study focuses on lifetime use of prescription drugs. However, in the future study, we will pay more attention on recent and current use of these drugs.
Comment 5: Fifth, the list of drugs included in the misuse assessment includes many that are less familiar to a western audience (e.g., compound licorice) and two that are rarely (if ever) included as misused medications: caffeine and scopolamine. Can the authors please provide the entire list of medications listed as examples? This is necessary to establish the validity of the assessment.
Response 5: Thank you for your questions. First, the compound licorice tablet in this study is a traditional coughing drug in China that was listed as prescription drug since 2005 because of its addicted effect upon neuro system. Also, caffeine and scopolamine are medications that can cause addictions. Thus, they are listed as the drugs in this study. Second, the entire list of medications is: opioids (compound cough syrup with codeine, compound licorice tablets, tramadol hydrochloride and diphenoxylate); stimulant (paracetamol caffeine aspirin powder); sedatives (compound aminopyrine phenacetin tablets, diazepam or triazolam, and phenobarbital and scopolamine hydrobromide tablets). They are also listed in the measures section in the manuscript (please see page 7, line 27).
Comment 6: While probably just due to confusing writing, in one part of the manuscript, it states that "Students were required to finish the self-report questionnaire", while participation was listed as voluntary elsewhere. Can this be clarified, as well as whether there was formal oversight by an ethical review committee?
Response 6: We apologize for the misunderstanding by the unclear text. Actually, in this study, all available students in the selected classes were invited to voluntarily participate in our study. To protect the privacy of the students, the anonymity of the self-reported questionnaires was guaranteed, and the questionnaires were administered by research assistants in the classrooms without the presence of teachers in order to reduce potential information bias. This study was approved by the Sun Yat-Sen University School of Public Health Institutional Review Board (please see page 7, line 11 and page 17, line 23).
Comment 7: Finally, I would recommend that the authors use the term prescription drug misuse (PDM) instead of NMPDU. NMPDU refers, in more recent literature, to use without a prescription, while this study also assesses misuse of one's own prescription (or, medical misuse). PDM is a good umbrella term encompassing both subtypes.
Response 7: We thank you for your advice. In this study, as we stated in the 2.2 measures section, NMUPD here is defined as taking medications not to treat sickness but just for the feeling or experience caused by the drug without a doctor's prescription. We did not assess misuse of one's own prescription or medical misuse (please see page 7, line 25-27).
In addition, there were a set of more minor problems, listed here in order of their appearance in the manuscript: Comment 8: The title is slightly misleading, as the data only come from Guangdong province. Can the authors please alter the title to make it more accurately reflect the data? This also needs to be addressed in the "strengths and limitations" statement.
Response 8: Thank you for your kind suggestion. The title has been changed into: A cross-sectional study on influence of the Family Environment on the Lifetime Nonmedical Use of Prescription Drugs Among Chinese Adolescents in Guangdong: an analysis of sex differences. We have added a limitation to the revised manuscript (please see page 16, line 6-8)
Comment 9: Can the authors please include the analytic plan somewhere in the Abstract? While the structure given by BMJ Open does not naturally lend itself to this, it helps readers greatly to have that information in the Abstract.
as to ensure that their answers would be valid. A limitation you need to include is that this survey, as a self-report, is vulnerable to mis-reporting.
Response 2: Thank you for your suggestion. We have amended this information in the strength and limitations section (please see page 4, line 27 and page 16, line 2).
Comment 3: On p. 6 you begin a sentence with a number.
Response 3: Thank you for your reminder, it has been amended (please see page 7, line 10).
Comment 4: On p. 7, you stated "completely voluntary" participation. The probability of this being true at nearly 98% compliance is unrealistic. Perhaps state that "the students were told that participation was voluntary", which would be factually accurate. Realistically, there is doubt as to whether these students/parents BELIEVED it was voluntary. :)
Response 4: Thank you for your suggestion. We had amended this sentence into "In addition, they were told that participation was voluntary" (please see page 7, line 15). Response 5: Thank you for your questions. In the questionnaire, a list of drugs was presented for participants to choose which of the drugs they had used. The list was generated base on previous articles, advises from experts in substance misuse and pediatricians, reports of prescription drug use in China. The chosen drugs were reported to be easily obtained or widely misused by previous surveys.
Comment 6: Lovely work on the stats analyses and Table presentations. Very clear.
Response 6: Thank you.
Comment 7: p. 10 & 11, some language edits.
Response 7: Thank you for your suggestions. These have been amended in the revised manuscript (please see page 10, line 21 and 27, page 11, line 16 and 20)
Comment 8: The discussion section generally reads well. My next comments are on p. 16. You make a vague reference that is not clear. We have no idea who "this group of students" might be. Consider just noting that not all students were sampled because some were absent that day, and that the sample studied may under-represent true NMUPD.
Response 8: Thank you for your advice. We have deleted the phrase "this group of students' and stated that the sample may under-represent the outcomes (please see page 15, line 27).
Comment 9: The remaining comments have to do with a prescriptive tone that is taken in the discussion and conclusion section. This undoubtedly reflects a cultural difference; however, this paper would be read by many outside of China. In general, it would be more effective to present the factual content and avoid being prescriptive in telling people how to raise their children. You have lovely data that show relations among parental drug misuse and implications for child medications misuse. Consider letting these data and your interpretations speak for themselves, and make suggestions that programs seeking to develop interventions for children or schools seeking to avoid misuse would do well to pay attention to the protective factors of parental education and closer monitoring of children.
There is a way to get your message across more subtly that would not turn off your readers. Also, be careful to not overgeneralize and make assumptions. For example, even though a protective buffer for children not misusing medications appears to be a two-parent household, it does not always assume "harmony". Further, harmony can be achieved by single parents as well --an over-generalization to assume otherwise.
Response 9: Thank you for your kind suggestions. We have changed the way we interpreted our result in the discussion and conclusion section.
VERSION 2 -REVIEW REVIEWER
Dr. Ty Schepis Department of Psychology, Texas State University, USA REVIEW RETURNED 14-Jan-2019
GENERAL COMMENTS
This review is of a first revision of a manuscript examining the prevalence and correlates of nonmedical prescription use in a sample of Chinese adolescents. The authors have made significant steps to improve the manuscript, based on my comments, though a few of my previous comments were not adequately addressed. Furthermore, a number of significant issues remain. These are:
1. The Introduction and the Discussion are often too speculative, especially as it comes to the role of parenting and family structure on the outcomes of interest. Greater use of citations and less speculation (especially in the Discussion) would help this manuscript significantly. 2. While the authors responded to my comment urging them to use the term prescription drug misuse (PDM), I do not feel they adequately addressed this concern. The definition provided includes misuse "for reasons other than the medication's intended purpose", which could include misuse of one's own medication. Again, nonmedical use is much more commonly seen as misuse of another person's medication solely. I would urge the author to carefully consider their terminology here. 3. Similarly, while the authors altered their analytic plan to account for the complex survey design, not enough details were provided in the Methods on the exact analytic plan used. Also, was the main SPSS package used, or were add-ons included? 4. I would urge the authors to avoid covering the unadjusted/crude results in the Results section. Coverage of the adjusted outcomes is much more valid and appropriate. 5. In the Discussion, the first paragraph was confusing to me. The authors summarized the prevalence rates of nonmedical use found in the study, but they did not summarize the other key findings. I would urge the authors to summarize the main findings first, then engage in interpretation. 6. Finally, the paragraphs in this work are very long, and I would urge the authors to reorganize them. Shorter paragraphs help the reader better synthesize the work and understand it.
VERSION 2 -AUTHOR RESPONSE
Reviewer(s)' Comments to Author:
Comment 1: The Introduction and the Discussion are often too speculative, especially as it comes to the role of parenting and family structure on the outcomes of interest. Greater use of citations and less speculation (especially in the Discussion) would help this manuscript significantly.
Response 1: We greatly appreciate your thoughtful comments that helped improve the manuscript. We made amendments to avoid the speculative interpretation in the introduction and discussion sections. In addition, we used more citations to support our interpretation in these two parts (please see the revised Introduction and Discussion section).
Comment 2: While the authors responded to my comment urging them to use the term prescription drug misuse (PDM), I do not feel they adequately addressed this concern. The definition provided includes misuse "for reasons other than the medication's intended purpose", which could include misuse of one's own medication. Again, nonmedical use is much more commonly seen as misuse of another person's medication solely. I would urge the author to carefully consider their terminology here.
Response 2: Thank you for your thoughtful advice. We apologize for the misunderstanding caused by our unclear description. In this study, we used the term "nonmedical use of prescription drug (NMUPD)" throughout the manuscript. The definition of nonmedical use of prescription drugs in our study is using these drugs without a doctor's directions and for reasons other than the medication's intended purpose, which is also been stated in the manuscript (please see page 8, line 28-29). The definition is not limit to their own or other persons' medication. As long as the participants has used it, they are counted as lifetime nonmedical users of these drugs.
Comment 3: Similarly, while the authors altered their analytic plan to account for the complex survey design, not enough details were provided in the Methods on the exact analytic plan used. Also, was the main SPSS package used, or were add-ons included?
Response 3: Thank you for your kind advice. We apologized for our unclear description. We used the procedure "generalized estimated equation (GEE)" in SPSS to perform multi-level logistic regression models and school was treated as a variable of cluster in these models. We also add this information in the methods section in the manuscript (please see page 10, line 9-13).
Comment 4: I would urge the authors to avoid covering the unadjusted/crude results in the Results section. Coverage of the adjusted outcomes is much more valid and appropriate.
Response 4: Thank you for your patient suggestion. We have deleted the unadjusted (univariable) results in the Result section.
Comment 5: In the Discussion, the first paragraph was confusing to me. The authors summarized the prevalence rates of nonmedical use found in the study, but they did not summarize the other key findings. I would urge the authors to summarize the main findings first, then engage in interpretation.
Response 5: Thank you for your advices. We apologized for the confusion caused by our unclear paragraphing. According to your suggestion, we have summarized our main findings in the first paragraph in the discussion section (please see page 12, line 17-22).
Comment 6: Finally, the paragraphs in this work are very long, and I would urge the authors to reorganize them. Shorter paragraphs help the reader better synthesize the work and understand it.
Response 6: Thank you for noticing this. According to your suggestion, we have rearranged the paragraph to make it shorter and clearer (please see page 12-17). Ultimately, the definition of nonmedical use that the authors propose is problematic -the use of "and" precludes use of another person's medication if the medication is used to treat the typical medical condition (e.g., pain with opioid misuse). The definition in the paper, and the definition in the methods that was used as the assessment is problematic because it does not correspond to the very consistent definition of nonmedical use as use of another's medication (regardless of whether the motive is to treat a legitimate medical issue that is typically treated by the medication or for more recreational purposes). The non-standard definition used here needs to be much more clearly noted and addressed in the Discussion (including as a minor limitation.
This definition is also problematic, because the NSDUH uses a much more inclusive and expansive definition that includes both use of another person's medication AND misuse of one's own medication. It does not assess nonmedical use only.
I had mentioned this previously, but the English language usage remains problematic. I would again strongly recommend the use of a service to help with language or use of a colleague who is a native English user to help with editing.
The authors note the variance in prevalence estimates in the Discussion, but they neglect to mention methodological differences, including questions used, that could be the cause.
The Discussion remains overly speculative, and instead of recommending more citations, I simply think that cutting it about about one-third would remedy much of the problem. The Discussion is too long overall, and by cutting it, perhaps the authors can be less speculative and reduce the issue of length.
VERSION 3 -AUTHOR RESPONSE
Reviewer ( 4. The mediating effects of depressive symptoms on the association of childhood maltreatment with non-medical use of prescription drugs (Guo et al., 2018a) .
Moreover, according to your suggestion, we have reanalyzed the source of prescription drugs used by students (please see the Table 1 below). The drugs investigated in the study may belong to the subjects themselves or come from other people such as their parents and peers. Considering our main focus is whether our subjects had used these drugs nonmedically, we do not put these results into the manuscript. In addition, the definition of NMUPD in the NSDUH report is 'Nonmedical use of prescriptiontype drugs is defined as use of these drugs without a prescription or use that occurs simply for the experience or feeling the drug causes' (The NSDUH report, 2013), which is consistent with the definition in this study. This difinition is also used in other published studies. Young used the NSDUH definition of NMUPD (use of at least one [prescription-type psychotherapeutic] without a prescription belonging to the respondent, or use that occurred simply for the experience or feeling the drug caused) to conducted a systematic review of adolescents' nonmedtical use of prescription medications (Young et al., 2012) . According to the YRBSS, NMUPD was measured by the would again strongly recommend the use of a service to help with language or use of a colleague who is a native English user to help with editing.
Response 2:
Thank you for your advice, we have invited a native speaker to help with the language.
Comment 3:
Response 3:
Thank you for noticing this. We have considered the methodological differences between studies and added this information in the manuscript (please see page 12, line 20).
Comment 4:
The Discussion remains overly speculative, and instead of recommending more citations, I simply think that cutting it about one-third would remedy much of the problem. The Discussion is too long overall, and by cutting it, perhaps the authors can be less speculative and reduce the issue of length.
Response 4: Thank you for your advice. We have cut the discussion about one-third and remedy the interpretation used to make it less speculative.
